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Applicant(s) 



Examiner 



S. Devi, Ph.D. 




T» V D STATUTORY PERIOD FOR REPLY .S SET TO EXP.RE MONTH(S) FROM 

TH^ MaIlING DATE OF THIS COMMUNICATION. | a , | n noevent, however, may a reply be timely filed after SIX |6) MONTHS from the 
. Ext en,ion,oft»nemaybeavailab teU nde r theprov,„onso f 37CFRU , thirty (30 , days will be cohered timery, 

mailing date of this eommun «at»a fl ^ withi „ the starry m,n»nurn I Y ^ of ^ communicotion . 

- If the period for reply specrl,ed above ,s to tna jry ^ ^ ^ ^ ^ (6) MON 1M» 

— ^ 

eaTneTpateirt term adjustment. See 37 CFR 1 .704(b). 

Responsive to communicates) filed on FetS^OOL. ' 

, . cl(llA , 2b)0 This action is non-final. 

2a) B This action is FINAL. prosecution as to the merits is 

Disposition of Claims ^ ^/are pending in the application. 

4) 8 Claim(s) land 4-33 "js^re withdrawn from consideration. 

4a, Of the above, claim(s) IS^ndJO^ ^ ^ 

5) D Claim(s) ~ ' 



6) K Claim (s) h_±18and29_ 

7) D Claim(s) - 

8) D Claims . - 



_^«?are rejected, 
is/are objected to. 



are subject to restriction and/or election requirement. 



Application Papers 

9)D The specification is objected to by the Examiner 



10)D The drawingls) filed on ... held in abeyan ce. See 37 CFR 1.85(a) 

Applicant may not request that any objection to the drawings ^ ^ ^ disappr0 ved by the Examiner 

HO The proposed drawing correction filed on . • I 

, 2)0 The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. §§ 119 and 120 ^ § 119(a) . (d) or (f) . 

13)D Acknowledgement is made of a claim for foreign pr,o ty 

All b)D Some* c)D None of: 
i □ Certified copies of the priority documents have been received. 

♦See the attached detailed Office action for a list of the certified 

14) D Acknowledgement is made of a claim for domestic ^^ ^^ J, 
.,□ The translation of the foreign language provisional ^^^ ^ SS 120 and/or 121. 

15) D A Ck now,dgement is made of a claim for domestic pnonty under 35 U.S.C. 

Attachment^) 4 , Q | nter „iew Summary (PTO-41 3) Paper Nolsl. 

1) ^Notice of Reference, Cited (PTO-892I ^ ^ ^ AwfcrfBn ipro-1621 

„ □NoticeofDraftsp.r.on'.P^Dr.winoR.v.w^O.^, 

3) □ information Disclosure St.—) IPTO-H49, Paper No(„. 



is /are a) □ accepted or b)D objected to by the Examiner. 
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Part of Paper No. 9 



Serial Number: 09/853,367 
Art Unit: 1645 

RESPONSE TO APPLICANTS' AMENDMENT 
Applicants' Amendment 

• a. nf Annlicants' amendment filed 02/06/03 (paper no. 8) in 
1} Ado».^-^ rf ^ * Withthis,A P plicantsh a ve 
response to the non-final Office Actum mailed 08/06/02 (paper 

. amended the specification. 

Status of Claims 

02/08/03. 

Claims land 4-33 are pending. 

Claims 1, 4-18 and 29 are under examination. 

Prior Citation of Title 35 Sections . 

• f Title 35 U S Code not included in this action can be found in 

3) The text of those sections of Title 35 U .b. L-oae 

a prior Office Action. 

Prior Citation of References 

4) the reierenu; ^. 8Q2 or form PT 0-1449 have been 
Office Action and not included on an attached form PTO-892 or form 

previously cited and made of record. 

Objections) Withdrawn 

08/06/02 (paper no. 6) is withdrawn. 2 
■n The objection to claim 9 made in paragraph U of the Ofta Actton 
(paper no. 6) i S withdrawn in Ugh, ofApphcant, an—" the Cairn. 

Rejection(s) Moot 

. . of the Office Action mailed 11/05/02 

8) The rejection of claim 2 made in paragraph 5(a) ol the u 

(paperno 13) is moot in light of Applicants' cancellation of the claim. 

vP a P er I1U - ' u ,, u nf tVlp office Action mailed 1 1/05/02 

9) The rejection of claim 3 made in paragraph 5(1) of the Office Ac 
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u i wu»- 

10) The rejection of claims 2 and 3 nude - paragraph .0 of .he CM 

, ,c„sr SI 03(a) as being unpatentable over Frlht el a/. (J. £4"" 
(papern0 . bunder 35U.S.C § 103(a)asb S P ^ |ft ^ 

Sey/er * Z. P^/o/. Ctew. 360. 1457 



1985), or SM-d. e, a,. [/ Biochem <**») 96: 2,-72 ,19S ^ ^ 

, m 1457-1463 1979) as applied to claim zanu , 

Seyler'sZ.Physiol.Chen.360. 1457 1463 ism00tin light of Applicants' 

of Blake et al. (US 5,439,808) and Phthp et al. (US 6,054,127), 
cancellation of the claim. 

Rejection(s) Withdrawn 

„v, nf the Office Action mailed 1 1/05/02 

(paper no. 13) under 35 U.S.C. § 112. second paragraph, as bemg 

of Applicants' amendment to the claim. j ^ 

13) TbereiectionofclaimSmademparagraphS^frheO 
( paper„o.,3)under35U.S.C. § 112.second P a ra graph,asbemg,nde fi n, t . 

„f Applicants' amendment to the claim. 0 f ^ office Action mailed 11/05/02 

(paper no. 13) under 35 U.S.C. § 112, second paragraph, asbemg 

of Applicants' amendment to the claim. . ^ ^ j 

15) rher e j e«ionofc,aim7made m paragraph5(e)of.he ^ 

(paper no. ,3) under 35 U.S.C. § l^. — P-graph, as bemg mdefinrte, .s w, 
of Applicants' amendment to the claim. 
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„t,smoftheOfficeAc«onmailedll/05/02 
«, Therej K , i onofdai m s4-7 m ade,»p»graph50of*eO 

17) ne rejection of clatm 8 made m paragraph 5( g ) of ° ^ ^ 

(paper no. 13) under 35 US.C. § 1 12, «o„d paragraph as betng 

of Applicants' amendment to the claim ^ 

m The rejection of Cain, 1 . made m paragraph 5(h of he 0 ^ 

(p aper„o..3)under3 5 U.S.C.S..2,secondp»ra g raph,asbe,„ g mde 6 n 1 , 

0 f Applicants' amendment to the claim ^ ^ 

(paper no. .3) under 35 U.S.C. 5 112. second paragraph, as bemg , 

of Applicants' amendment to the claim ^ ^ 

M) The rejection of claim ,6 made ,n paragraph 5( k 0 

(paper no. 13) under 35 U.S.C. § 112. second p»graph, as betng 

of Applicants' amendment ,0 the claim ^ ^ ^ ^ ^ 

in The reiect on of claims 4-18 anoint*" . . . 

21) Thereje „ TJ s c c 112 sec0 nd paragraph, as bemg indefinite, is 

1 1 ms/rv? fnaner no 13) under 35 U.b.L. § iA scv r 

no. 13 under 35 U.S.C § i^W a 0 rRheeefa/. 

no. 13 under 35 U.S.C. * » rtoflwato/ 320: 351-359, 1985) 

^fFilhW 1986)asevidenc e dbyNebm g er e ^/.(i.C^o/. 

(Nebinger^/.W . w h 10 0 f the Office Actum 

24) The rejection of claims 1, 4-10 and 13 lb patentable over Fillit tf a/. 



Serial Number: 09/853,367 

265; 19-25, 1983)(Neb, ng er«a/, WW), orNetange " ^ 
<Neb,nger « a/., 1985), Shrm ^ ^ ^ rf 

^icant, — ^ and29raadeinpMgra p h nof t heO ffi ce A o ti on-e (i 
2S) There) ec t ,o„o c,a,.s U2a 3 , ^ Wng unpatentable over FilH. . V- 
, , /05 ,02 (paper no. 13) under 35 U.S.C. J 103(a) g ^ 
«W. ,64: 762-776, 1986) (» - "86) as mod.fed b, Nebrnge - _ 

and further in view of Blake et at. (us> / 
in light of Applicants' amendment to the claim. 

New Rejection(s) 

. / ^ ^ TT S C § 112, First Paragraph 
Rejection(s)under35 U.s.c si", 

. j « n q r s 1 12 first paragraph, as containing 
« nwi 418 and 29 are rejected under 35 U.S.C. § 1 u, P* K f 

possessionofthedataedtavention. This is a new matter rejection. 
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Art Unit: 1645 . 

recitations can be found. 

Rejections) under 35 U.S.C § 112, Second Paragraph 
m C.a,msl2 13 17 1 Sa„d29arere j ec« e du„de,35US.C § n 2 ,se C ond P ara g raph,as 

Claims 12, 17, 18 and 29 are improperly dependent, Erectly 



0>) 

canceled claim 



Rejections) under 35 U.S.C.§ 103 

, „■ s ,4 1 0andl3.16arereiec,edunder35aSC.§103(a)asbeingunpa.en*,e 
M) *msl>10andl.K ^ (jp 

Nebin 8 er C ,^»«« "^9 721 725 1 84 already of record], or Won ^ 
Kazuo cd. (JP 9012600) and Fillit el al. (J- E*P Med 164. 762 776, 
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Art Unit: 1645 T ^ 
• t A and then co.jug.ted to phosphaudyleta-olamme (see page 972). The 

«** ° f fc T 1 * 0) The conjugate conned in PBS and an adjuvant was 

' treatment uniquely exposes a specrfic tern— h, ^ ^ ^ 

Villi* at al (1988) are silent about the percent haf b 

Change* in Conxion of HA to render it — n, ^ ^ ^ ^ 

Theiower moie^lar weigh, o,igosacchandes„fhya.uro ra c»,d ^ 

havebeen rou»„e 1 ,p ro ducedhy,oseo f sB,in,hear,. ^^LL 

(,985, «n 8 er. O ,0.3 ) ,augh, W en--ered - — (see 
teachings of Nebinger rto/. (1983). 
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Sunilarly, Shimada et a,, .aught odd- and even-numbered hyaluronic acid oligosaccharides 
(therefore, low molecular weigh, hyaluromc acid) containing glucuronic acid or unsaturated 
neuronic acid residues a. their non-reducing end, The oligosaccharides were comprised ,n a 
NaCl-containing solvent system (see abstract). 

Urich e, a,, also taught oiigosaccharides of hyaluronic acid (therefore, low molecular wergh, 
hyaluronic acid), including a tetrasccharide, containing glucuronic acid as non-reducing termma, (see 

abS " a 1il.i. « al (1986) taught the need in the art to markedly reduce the viscosity of streptococcal 
hyaluronate and to render i, manageable for fcriher manipulation. Fillit e, a,. (,986) taught tha, 
enzymatic treatment with tesucular hyaluronidase exposes hidden antigenic sites of hyaluronate tha, 
contain terminal glucuronic acid (see pages 763 and 762). . . ' ... 

Given that hyaluronate had already been rendered immunogenic in the ar, at the trme of the 
invention by conjugation to phosphatidylethanolamine, or alternatively to a protein as taught by 
Kazuo * al., it would have been preface obvious to one of ordinary sH in the ar, a, the tune the 
invention was made ,o replace the relatively large hyaluronate in Fillifs (1988) conjugate w,,h 
Nebinger's (1983 or ,985) decasaccharides or oclasaccharides, or Shimada's hyaluromc acd 
oligosaccharides, or Ulrich's hyaluronic acid tetrasaccharides, and replace Fillits' 
phosphatidylcholine with Kazuo's protein, such as, hemocyanin, to produce the mstant 

k ^^*~^'>^«^ to******™"***" 

motivated to produce th. instant invention for the expected benefit of reducing the viscosrty of 
Fillifs (1988) relatively large hyaluronic acid so tot the product becomes manageable wnhthe 
hidden antigenic si,es of terminal glucuronic acid advan,ageously exposed as taugh, by Fulr, « * 
(,986) Given Kazuo's explici, demonstrate mat hyaluronate could be rendered unmunogenrc by 
conjugating it alternatively to a protein, the substitution of one carrier such as Filhts' (1988) 
phosphoehtanolanine with an alternate, art-used, interchangeable protein carrier for the same 
purpose of obtaunng an immunogenic HA would have been obvious ,o one sxiU in ,he ar, and would 
have been well within the realm of routine experimentation. 

With regard to the percent of HA with glucuronic acid, the process of optimizing, or 
iucreasing or decreasing the percent of HA with glucuronic acids to a desired percent in an ar,- 
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Art Unit: 1645 ■.«_•♦« 
• • ,1, within the realm of routine experimentation and would have been obvious to 
known conjugate is well within the realm ^ ^ 

of the glucuronic acid in the conjugate is clearly a result-effected , 

„mple ,o greater than 50%, 90%, 95%, 98% or 99-/., b, routine expenmentatto, 
Claimsl 4-10andl3-16arep«ma/™ e obviou S over.hepriora rt ofreeor<i. 

■ , h 103(a) as being unpatentable over Fillit et cti (J Exp. 

.29) Claim His re ected under 35 U.S.C.§ 103(a) as o k . „, , , chrome** 

Ui ,68 971-982 198S) as modified by Kazuo« a/, (ff 9012600), Nebmger 
ion 1981 already ofrea>rd)(Nebinger« a/, 1983), or Neoingere v 

'. ,84',*eado f record,, ^aLV^^^™™' 

1463,19«,aDsi ^„ ;lli , e , a/ ,986) as applied to claim 1 above, and 

Med. 164: 762-776, 1986, already ofrecord)(Fuht««7, 1986) PP 

to her in view of Blaxe e, a,. (US 5,439,808, ajready of record) and Phmp - ai (US 6,054,127, 

Zl^poHnorameningococCP-inastbe— c* ,«e polypeptide ,n the 

^Lver, the use of a meningococci protem or porin for producing polysaccharide 
conteatesiswenknownrntheart. For example, Blake e< a,, teach a Cass 3 outer membrane 

and column 10, second paragraph). , 

potential to cause adverse responds (see column 11, lines 1-7 and 25-27). 

U would have beenp*/- obvious to one of ordinal sldll in the ar, a, the time ,he 



Serial Number: 09/853,367 

*" ^ „de to replace hemocyanin in the OU 0W> M by " 

"'•^^'' Lthe conjugate of theinstan. invention, with a reasonable 

^thepoten.ialtocanseadverserespon.es, as taught b, PhiUp ** 
Claim 1 1 \ iP rima facie obvious over the prior art of record. 

Remarks 

%n\ Claims 1 4-18 and 29 stand rejected, 
action. Accordingly, TBIa AC i 

date the ad^ry action ,s matled, and any extensio P 

plated from the mailing date of the adv,sory aeon. In no event, how 

, . t cry MONTHS from the date of this final action, 
period for reply expire later than SIX MONTHS from 

L Papers related to.this application may be submrttcd to Group 1600, AU 

32) papers reiai , k .p T nta Center located in Crystal Mall 1. The 

transmission Papers should be transmitted via the PTO Fax Center 

number for Emission of before-final amendments is (703) 872-9306. 
be left on the Examiner's voice mail service. The Examiner 
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sup e™sor,LyneUeSAc M bereachedo„(703)308-3 W . 



S DEVI. PH.D. 
PRIMARY EXAMINER 



May, 2003 
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